Rationale: Metachronous double primary cancers from the same origin have previously been reported in several studies; however, the occurrence of double primary cancers from different tissue origins has not been reported earlier.
Introduction
According to American Association for Cancer Research, cancer cases worldwide are expected to increase from 15.2 million, as reported in 2015, to 24 million in 2035. [1] At the same time, advances in treatment have increased the number of cancer survivors, and many new cases of metachronous double primary cancers of different tissue origins have been reported. In 1934, double primary malignancies were first reported by Bugher, [2] who analyzed its statistical features. However, double primary malignancies of epithelial or mesenchymal origin have not been reported to date. To our knowledge, this is the first study reporting 10 cases of double primary malignancies of either epithelial or mesenchymal origin. Additionally, we present the clinical and pathological characteristics of these malignancies, as observed in patients participating in this study. These cases presented epithelial and mesenchymal tumors at the primary and secondary sites, respectively; however, the molecular pathway mediating this phenomenon remains to be determined. This study aims to better inform the clinical oncologists of the rising incidence of metachronous primary malignancies in cancer survivors.
Patient information
In this retrospective study, we analyzed 10 patients with various types of malignancies, and none of them were observed to have metastasis at the time of the first surgery. These patients underwent surgery at our Cancer Center between January 1995 and December 2015. In all cases, hematoxylin and eosin (HE) staining was performed according to standard protocol. All specimens were critically reviewed to confirm the pathological features and no patient showed symptoms of any other malignancies. The inclusion criteria of patients enrolled in this study were as follows: (1) metachronous malignancies were defined as secondary tumors that developed ≥ 6 months after the first malignancy, [3] (2) histopathological examination confirmed the presence of at least 2 neoplastic lesions with distinct histopathology at different locations, (3) the presence of at least 2 cm of normal mucosa between the tumors, and if the tumors were observed in the same location, then their occurrence had to be at least 5 years apart, (4) probability of the second tumor resulting from metastasis of the first tumor was excluded. [4] Patients who did not meet the inclusion criteria were excluded from our study. Furthermore, all patients with the Histopathologic examination of the excised tissues confirmed the pathology diagnosis (HE hematoxylin-eosin staining 100) (1 clear cell carcinomasynovial sarcoma, 2 papillary carcinoma-clear cell carcinoma sarcomas, 3 adenocarcinoma-synovial sarcoma, 4 adenocarcinoma-polymorphic undifferentiated sarcoma, 5 squamous carcinoma-polymorphic undifferentiated sarcoma, 6 adenocarcinoma-undifferentiated sarcoma, 7 squamous carcinoma-uUndifferentiated sarcoma, 8 squamous carcinoma-dermatofibrosarcoma protuberans, 9 adenocarcinoma-alveolar sarcoma, 10 squamous carcinoma-fibrosarcoma). HE = hematoxylin and eosin. 
Pathological findings
The summary of the clinical data for 10 patients (3 men and 7 women) is provided in Table 1 . At the time of diagnosis of the primary cancer, the age of patients ranged from 45 to 81 years (mean age, 63.6 ± 10.9 years). The primary and secondary tumor sites are shown in Figure 1 . The interval time, defined as the interval between the pathologic diagnosis of the first and second tumors, ranged from 8 months to 240 months (mean, 57.1 ± 76.0 months). All patients included in this study received surgical therapy twice and had a final tissue histopathologic diagnosis (Fig. 2) .
Discussion
Over the years, there has been a significant increase in the number of cancer survivors. An overall rise in the median age of world population and advances in treatment has led to improved survival outcomes for cancer patients; however, these survivors live with high risks of subsequently developing a second primary tumor. Curtis et al studied a group of cancer patients in Connecticut and reported that these patients were at a 31% higher risk of developing a second primary cancer. [5] In another study conducted by Kim and Song, [6] metachronous double primary cancers were found in 108 out of 2657 breast cancer patients (4.1%), and the relative risk showed a significantly increased incidence of endometrial, stomach, and thyroid cancers. In our study, all 10 patients presented epithelial tumor at the primary and mesenchymal tumor at the secondary sites. These findings suggest that the epithelial-mesenchymal transition (EMT) pathway may play a key role in mediating cancer progression and metastasis.
Since the occurrence of multiple primary cancers is an extremely rare event, it is difficult to find a large sample size of patients with double primary cancers at one study center. Thus, a multicenter investigation should be undertaken in order to identify the predisposing factors associated with this malignancy, and to further develop more effective treatment strategies for the affected patients.
